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REMARKS 

~^«™''=«I'-">^erH.200,hasbee„receiveda„d.v,ewed. aai™.,,3 
nd .8-23 are pe„d,„, i„ „e p.sen. applica.™. A,, pe„d,„g Catas stand rejected The 
apt.ca.on ,s ,o be amended as previous, se. for*. An Examiner. ,„.e,.ie. was conduced „„ 
W^es..Ma.29,2002a„d*ec,ai„a™end„en.sn,adeh^^^^ 

IS respectfully requested. 
1- Declaration 

*ere,o.^edec.a™,,o„wasf«her„bjec,ed.obeca„se,,e™eous,ysU,ed,ha,ft^ 

d>e spec,«ca..„n for PCT NL.00,56 ra.her *an a co„,i„„a,lo„ of PCT NIV00,56 A s.«,„.! 

aeciaration in compliance with ^7 r F t? r i ^-jr \ • i . . 

P '^=""«'37C.F.R.§1.67(a),ssubmmedherewithtocomcttheinadvenent 

J.n.hep.v.„s,fi,eddec,ara«o„.App,,ca„.s.spcc.fi.n,3ub„..d,a..Heo,ec,^ 
declaranon have been obviated and, accordingly, reques, their withdrawal. 

2- Reference N ot ConsiriPrpH 

CO d ^Tl °" 20O0 was not 

on d„edby.heHxanti„erbecause,nade,„atec.,a«o„info™do„was,ven. T^ectteddc. J 
acn^Uy a manuscript was submitted for later pnbhcation and subse,„e„.,yp„b,ished. Submitted 
hetewttb .s a Snpp.e^enta, ,DS identitytng the citatton information for the pubhcation. 

^ £'»'■" BefectloiK Based Unnn Oostoh„,., 

Caints 1-8. 10-13. 15and 18-23 were rejected under 35 U.S.C.§,02(b,or§102(a)asbei„. 
anticipated byvanOosteAout,YVJMetal ?„,V„M,, , , » u^a; as being 

t .V.J.M. etal., Suaabihlyofa Cocktail ofCD34 and CDJmdnA- 
In.n,u„o.Uin. for in .i.o T.ea.n^, Orafi-Versus-Hos, Disease. Thirty-Ninth Annual 

Me«.goftheA„,ericanSocietyof„e™atology,SanOiego,Ca,,fo™ia,USA.l^celber5-"r 
BLOOO,„(10Suppl.lpart2)..over„berlS.l.,.3.B.SSN:„00M.l.page3.B, 1 
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2, paras^ph 4439 (hereinafter ,he "van Oos.erhou, reference"). It is smted in the Office action that 
the date of publication is necessary to detennine the appropriate statutoty section on which ,„ base 
the rejection. As stated in theprevious section. thepubl,ca,i„„da.eofthe,eferenceisNoven,ber .5 



1997 



Attached hereto are declarations under 37 C.F.R. § 1 . 1 32 fk,m each of the named inventors 
>«vers,ng the grounds for rejection based on attnbution. As stated in the declarations, the van 

Oosterhou.referenceisa.Mbutable,otheapplica„tshereinand.,hus,thevanO«erhou„efere„ceis 
no. applicable against the instant application. Further, the van Oosterhou, referee was published 
less than one year prior to the present application for U.S. Letters Patent. Accordingly, applicants 

respectinllyrequest that the van Oosterhoutreferenceberemovedandtherejectionbaseduponsuch 

reference be withdrawn. 



4. Claim Rejections Based Upon 35 U.S.C. § 102(b) and § 103(a) 

Claims 1-5, 7-13, 15, 18, 19 and 21-23 stand rejected under 35 U.S.C. § 102(b) as being 
an„cipa,edbyWO89/06967toScannonetal.(herei„after-Scannon".) Clatms 1-13 15and 18-23 

have been rejected u„der35U.S.C.§103(a)asbeing„npaten,ableoverScanno„inviewUS Patent 
6.261,535 to Thotpc e, al. (heretnafter •Thon,e"). As none of the art of record teaches either 
tnherently or expressly, nor suggests. fl,e composttion and/or method as recited ,n the amended 
clams of the present application, applicants respectfully traverse the rejections. 

As amended herein, independent clatm 1 recites a phannaceuttcal composition for 

ehmtnattng or teducingthe number ofu„wantedCD3a„d/orCD7positive cells. The compositionof 
amended claim 1 "conststs essentially of firs, molecules directed against CD3 and second 
molecules, distinct ftom the first, ditected against CD7. wherein at leas, one of the first and the 
second molecules (eg.. ,he second molecule) includes a ,oxic moiCy As amended herein 

.ndependemcIaiml5recitesamethodoftreatingadisease state inasubjectbelievedtobesuffeting 
therefrom, the disease state compdstng at leas, one of Graft vs. Hos, disease, graft ,ejec,ions T-cell 
leukemtas, T-cell lymphomas, o,her lymphomas. ofterCD3 and/or CD7 malignancies, awoimmune 
disease, and mfecious immune diseases. The medrod of amended claim 1 5 composes admm,s,ering 
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.0 the subject an amount of a pham,aceutical composition consisting essentially of firs, molecnies 

d.rec,edagai„s,aCD3 positivecell and second molecule, distinctfromthefirstmoleculesdn^ted 
agatnst a CD7 positive cell, wherein a, leas, the second molecules include a toxic moiety. Neither 
Scamron nor Thon^e teaches, either expressly or inherently, compositions or methods having the 
combmafon of dements recited in independent claims 1 and 1 5, as amended herein. 

Further, neither Scam,o„ nor Thorpe suggests compositions or methods havmg each of the 

elements recited inamendedindepcndentclaims, and 15..spectivelylmmunot„xinscomprising 
both molecules directed agamst CD3 (or CD3 positive cells) and molecules dneCed against CD7 (or 
CD7 pos,,.ve cells) yield unexpected and su^rising results. First, as discussed at the interview a 
compos,t,on compnsing molecules directed agamst CD3 has been found to be especially effective 
agatns. cells having CD3 receptors even when such molecules are not coupled to toxic moieties 
Ttas ,s because CD3 has been found to have some antigen presenting cell (APC) blocking 
fimctronality (..., page 5. lines 24-28). Second, a compositron comprising molecules di„cted 
agamst CD7 has been found to be especially effective against cells havmg CD7 re^ptors because 
such receptors are present not only on T-cells but also on NK-cells as well. Furiber. NK-cells have 
been found to play a role in certam disease states, namely Gmft vs. Host Disease (GVHD) (... page 
10. hnes 21-31). Third, i, has been found that admin,s.n.tio„ of compositions comprising both 
molecules directed against CD3 and molecules directed against CD7, when boti, include a toxic 
morety. generates a sun,rising effect in the treatment of GVHD relapse. Specifically, it has been 
found that, even ff GVHD relapse occurs, it is treatable with a low dose of corticosteroids This is in 
contrast to previous data concerning the treatment of GVHD relapse with the same low dose of 
corticosteroids (see, page 5. lines 29-37). 

As such, it is respectftlly submitted that neither Scamron nor Thon,e, nor the combination 
thereof, teaches or suggests a composition and/or method as recited in amended independent claims 
1 and 1 5. respectively Accordingly, applicants respectiirlly submit that the rejections of claims 1 
and 15 based upon these references have been overcome. As each of claims 2-8, 10-I3and 18-23 

depend,ei.herd,rectlyormdirectly,ftomone„fclaimsla„dl5,therejectionsofthesecla,mshave 
been overcome as well for at least the above-cited reasons. Applicants respectfully request 
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wi.hd.wa,„f.,es ,02(b)a„dS .03(a)rejec,i„„s„fc,atas ,-M0-I3a„d >8.a 

canceled ,y „,s a™e„d™e„. and. tos. ,he rejections of .his cia,n, have heen rendered nroo,. 

5. Miscellaneous Remarks 

bdependen. elai^s . and ,5 have heen amended ,o include, ,„ Ure respecdve preambles 
hereof. ,he ,ra„s,do„a, phrase •■eonsis.rng esse„,.ally of. As discussed a, ,he interview such a 
Phrase represe„,s pa„ia,ly-closed ,e„ni„o,ogy wherein ,he Cainr ,s open o^y for inclusio: of un- 
recue. elements .ha. do no. 'Wriall, affec. fte basic and novel charac.ens.ics of dre claimed 

m,M2 (Fed. C,r. 1984). See also. AFG ln,us. v. Cardinal ,G Co.. 239 F.3d U39 ,245 57 
by 750 P. d a. 1574, As such, independent claims I and ,5 are open only .o ftose u„-reci,ed 

Exemplifled in .he p^sen, applica,™ is an in,n,uno,oxi„ eomb,„a.ion having .wo murine 
bZ -bodies, a. leas, one of which is con,ga.ed .o a to.c nroie... hrr^uLo.ins a. 
b.ng developed based upon the v.ewpoin. .ha. „a.ive a„.ibod.es, in gene.1, suppress but do no. 
effle.en l,el.n,™.e.he,r.arsetcells. Therefore, wrdrinu^™^^^^^^^^ 

.he mos effecve toxrns a. of plant or baeterta, orig. pseudomonas exotoxin, diphdreri 

ox,„a„dnc,n).Conse<,uen.,,i.doesno.have.uch,n,pac.whed,er.hea„t.bodiesthenrse'v^ 
2^ or human origin. Thrs is in contrast to „on-conJuga«d monoclonal antibodies which are 
etther human.zed" or of fully human ongin to enable long-,e™ administ^tion 

The statement that the nature (,>., animal or human, of the antibody component in an 
n,muno.oxm ,s of minor therapeutic s.^ificance is supported by a number of observations Ftrst 
he compostdons disclosed m the present applicat™ are admmistered as a s,„g,e cout^e of fo^ 

ms,o„sw,thmaone-weeUimeperiod,Noan.i.eompos,.ionantrbodiesaretobeexpec.edwid„n 
ttns shorttrme frame. ,npractice,on,yonemsevensubJectstreateddemonstr.tedasU^t,ye,eva.ed 
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.iter of antibodies d,rected agains, .he toxic n,oiety of the composition. This is ,„ direct contrast to 

.hefo„ow-upSca™.onwo*,«..Byersetal..wherei„itisrepo«edthat6i„23subjectst,eatedwi,h 
an,unne-co„j„gated,n™„„„t„x,ndemo„s.rateda„t,.in,n,„notoxi„a„,ib„dies.&..Bye.etal Use 

a^eoi^, 75 BLOOD I426-M32 No 7 Anril 1 lOOn , ■ . 

' • "^P"' The low incidence of anti-immunotoxin 

anttbodies may be expiatned by .he effective removal of T-ceiis ,fte primaty target of the 
composition), which are vital to B-cells for mounting an effective antibody response 

Second. a„,i-immu„otoxina„,ibodiesdo„o,p.ventimmunotoxi„efficacy;,..... Several 
examples exist of immunotoxins genet^fng clear clinical tesponse in the face of ci.„lati„g anti- 

_oxinantibodies.Fori„sta„ce.ciimca,t„a.^ 

.he FDA for chnical use, nicely i.lusttate this pomt. Ontak consists of a cell-targeting protem 
conjugated to mutated diphtheria toxin. Admimstratton of Ontak has been shown to generate 
objecfveclinical responses, both inpatients wiftandwithoutcirculafnganttbodiestothediphtheria 
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CONCLUSION 

Claims 24-25 have been added to the present application. K is respectftlly submitted tha, 
clatms 24- 25 are supported by the applicat.on as filed and do not introduce new matter he.in and 
based upon the interview, should certainly be allowable. 

In view ofthe present amendment and the above remarks, claims 1-8, 10-13 15a„d 18 26 
are beheved to be in condition for allowance and an early notice thereof respectftlly is soliCed 

Should the Exami„erdeten„i„e,hataddi.io„alissues™ain„hichmightbe,esolvcdbyatclepho„e 
conference, he is respectfully invited to contact applic»ts- at.or.ey at the address or telephone 
number given herein. 



Respectfully submitted^ 




Allen C. Turner 
Registration No. 33,041 
Attorney for Applicants 

TraskBritt, P.C. 

p. O. Box 2550 

Salt Lake City, Utah 841 1 0-2550 
Telephone: (801)532-1922 

Date: June 11,2002 
ACT/TLW/ 



Enclosures: Supplemental IDS 

Check No. 2521 in the amount of $180 00 
37C.F.R. § 132 Declarations 
Substitute Declaration and Power of Attorney 
Petition for Three-Month Extension of Time 
Check No. 2520 in the amount of $920.00 
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